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Keep tightly closed
Store at room temperature
approx. 25°C (77°F)

Protect from light

Dispense in a light-resistant,
tight container

USE CARTON TO PROTECT
CONTENTS FROM LIGHT

Manufactured by:
ALPHAPHARM PTY. LTD.
Cnr Garnet & Antimony Sts.,
Carole Park, QLD. 4300
Australia

Call 1-800-661 3429
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AMIODARONE

HYDROCHLORIDE TABLETS

Description

Amiodarone HC is a member of a new dass of antiarmhythmic
drugs with predominantty Class iif (Vaughan Williams'
classification) effects. available for oral admn:stranm as vmnn.

scored tablets containing 200 mg of

The mactrve ingredients present are colloidal uhcon dioxide,
13ctose b, y gnesi stoarate,

malze starch, p: and lalc. HCl is a

benzofuran derivative: 2-butyil-3-benzoturanyl 4-[2-
(diethylamino)-ethoxy]-3,5-diiodophany! ketone,
hydrochlonde. It is not chemically related to any other available
antiarhythmic drug.

The structural tormula is as follows:

CHaCHCHZCHy « HCt
QLT o
g——rou,cw,N
1 CoHy
Molecular Formuia: CogHael;NO,*HCI
Molecular Weight: 681.8

Amiodarone HCI is a white 1o cream-colored crystalline
powder. It is slightly soluble in water, soluble in alcohol, and
freely soluble in chloroform, 1t contains 37.3% iodine by
weight.

Clinical Phermacology

ELECTROPHYSIOLOGY/MECHANISMS OF ACTION
In anlmals ammdamne HCI is effactive in the prevenuon or

fat.
The . ir anation in both phases of
elimination, as well as uncentainty as to what compartment is
critical to drug effect. requires aftention to individual responses
once arhythmia control is achieved with loading doses
becausa the comect mainienance dose is detarmined, in pan.
by the elimination rates. Daily maintenance doses of
amiodarone HC! shoutd be based on individual patient
raquuamenls (soe "Dosage and Administration™).
HClandits have a limited transpla.
cemal transter of approximately 10 to 50%. The parem
drug and its metabolite have been detected in breast milk.
Amiodarone HCE is highly protein-bound (approximately 96%).
Although elactrophrysiologic effects, such as prolongation of
QTe. can be seen within hours ater a parenteral dass of
amiogarone HCI, effects on abnormal mhythms are not seen
before 2 to J days and usually require 110 3 weeks, even when
2 loading dosa is used, There may be a continued increase in
affoct tor longer periods stil. There is evidence that the time to
aftect is shorter when a ioading-dose ragimen is used.
Consistent with the slow rate of slimination, antiarhythmic
aftects persist tor weeks or months atier amiodarons HCl is
discontinued, but the tims of recurrence is variable and
unpredictable. In general, when the drug is ruumod nhav
of the Yy . control is
rapidly compared 10 the initial response, prasumably because
tissue storas were not wholly deplated at the tima of
racurence.
PHARMACODYNAMICS
There is no well-established relationship of plasma
concentration to efectiveness, but it does appear that
concantrations much balow 1 mg/L are often ineffective and
that levels above 2.5 mp/L are genarally not needed, Within
individuals dose reductions and ensuing decreasad plasma-
concentrations can result in loss of amhythmia conirol.

pp of y induced Y The Pi; can be used to identity

iarhythmic eftect of am may be due 1o at least two patents whose levels are unusually low, and who might benefit

major p ies: 1) a p ) of the my iat cell- from a dose increase. or unusually high, and who might have

action polentlal duration and ralraclory period and 2) dosage roduwon in the hope of minimizing side eflects. Some
ive a- and - have a plasma cor i

Amiodarone prolongs the duration o! the action potential of all
cardiac fibers while causing minimal reduction of dvidi
{maxima, upstroka velocity of the action polential). The

y period is p ged in all cardiac tissues.
Amnodnrone ircreases the cardiac retractory period without

ing resting ial, except in i

celts where the slope of the pmpolenhal is reduced, generally
reducing automatcity. These alectrophysiclogic eftects are
reflacted in a decreased sinus rate of 15 to 20%, increased PR
and QT intervals of about 10%, the development of U-waves,
and changes in T- wuve l:onlour These changes shoutd nol
require disconti of as they are ot
its pharmacoiogical action, although amiodarone can cause
marked sinus bradycardia or sinus arrest and hean block. On
rare i QT p gation has been i with
i {seq * ings™).

g of

DOYNAMICS
*. *dies and after intravenous administration in man,
Ladiune relaxes vascular smooth muscle. reduces
peripheral vascular resistance (afterload). and slightly
inc:eases cardiac index. Atfter oral dosing. however.
no ificant change in lett ventricular

ejection lmcmn (LVEF), aven in patients with depressed LVEF,
Atter acuto intravenous dosing in man, may

, Gose, of
dose/duration retptionship for side eflacts such as puimonary
ﬁbroscs lvver enzyme alevations, comeal deposlls and facial

highly variable, ranging trom less than 5% to over 30%., with
most seros in the range of 10 to 15%. Ovemll anhythmia-
recurrence rates (fatat and nontatal) aiso were highty variable
(and, a3 noted above, dapended on responsa to PES and other
measuras), and depend on whether patients who do not seem
to respond initially are included. [n most cases, considering
only patents who seemed to espond weil enough to be placed
on long-term treatment, recurrence rates have mnged trom 20
to 40% in serias with 8 mean follow-up of a year or more.
Indicstions and Usage

FEB 24

excessive mortality or non-istal cardiac arrest rute was
soen in patients treated with encainide or flecalinide
(56/730) compared with that seen in pationts assigned to
matched plaeobo(nﬂod groups (22/725). The average
of or In this
study was ten momh-.
The applicabliity of these results to other populations
{e.g., those without recent myocardial infarclions) or to

HCl-treated k is uncertain. While
trials with ami HCI are in
P pooled of small studies In

Because of its MMhramamng noe effects and the
with its use (see
below). @ HC1 is ind onty for |ha

albenll with nmctur‘al heart disoase (including post-
myoarum Intarction) have not shown excoss morullfy in

trastment of the following documented, life-tt
recuirent ventricular arrhymmlas when these have not

HCHtrested populstion.
PULMONARY TOXICITY

ted doses of other

i y or when agents could not be
lololmad

. Recurrent ventricular hbnﬂahm
2 Racurrent y ly I
tachycardia.

As is the casae for other antinmhythmic agents, there is no
evidence trom controlled trials that tha use of amiodarone
favorably aftects survival,

Amiodarone should be used only by physicians familiar with
and with access to (directly or through referal) the uss 01 ali

may cause a clinical syndrome of cough and
progressive dyspnea accompanied by lunctional,
radiographic. gallium-scan, and pathological data consistent
with pulmonary toxicity, the frequency of which varies trom 2 to
7% in most published reports, but is as high as 10 to 17% in
some reports, Therelore, when amiodarone therapy is
initialed, a basaline chesi X ray and pulmonary-function tests,
including diffusion capacity, should be pertormed. The patiant
should retum tor a history, physical exam, and chest X ray
every 3 to 6 months,

Preexisting pulmonary diseass does not appear to increase the

available modalities for treating i

ventricular arrhythmias, and who have access 10 nppvopnale
manitoring tacilities, including in-hospital and ambulatory
continuous electrocardiographic monitoring and
alectrophysiologic techniques. Because of the lite-threatening

risk of devek g Y toxicity: howaver, these patients
have a poorer prognosis if pulmonary toxicity does develop.

Pulmonary toxicity secondary to amiodarone seems to resufl
from either indirect or direct toxicity as repressnted by
hyparsensitivily pneumonitis or interstitiai/aiveolar

nature of the arhythmias treated, potantial i ions with

prior therapy, and potential of the y
initiation of therapy with amiodarone should be carried oul in
the hospital.
Cornr-lndlcaﬂum

HCH is in severe si 0di
dystunction, causing marked sinus bradycardia: second- and
third-degree atrioventricular block; and when episodes of
bradycardia have caused syncope (excepl when used in
con]unctmn with 8 pacernaker)

HCl is cor

in patients with a known

d and
cunmal nervous system effects. " hypersensitivity ta the drug.
MONITORING EFFECTIVENESS Wamnings
Predicting tha effecth of any agent in

Y
long-tarm prevention of recurrent ventricutar techycardia and
ventricular fibrillation is difficutt and controvarsial, with highly
qunhhed investigators rocommendmg use ol ambulatory
ion wilh various
shmulanon regxmens or a combination of these, to assess

how bast to assess

Amiodarone HCI is Inundod tor use only in patients with

is usually appears eartier in the
course of (hempy and rechallenging these patients with
amiodarone results in a more rapid recurrence of greatar
seventy. B olar lavage is the p of choice to
confirm this diagnosis. which can be made when a T
suppraessor/cytotoxic (CD8-positive) lymphocytosis is noted.
Steroid therapy should be instituted and amiodarone therapy
discontinued in these patients.

Intgrstitiavalveolar pneumonitis may resuf from e release of
oxygen radicals and/or phospholipidosis and i characterized
by tindings of dituse atveolar damags, inter stitial pneurmnonitis
or fibrosis in lung biopsy specimens. Phos pholipidosis (foamy
colls, foamy macrophages), due to inhibitron of phospholipase,
will be present in most cases of amiodarone-induced
pulmonary toxicity: however, these changes also are praseni in
approximately 50% ot all patients on emiodarone therapy.
Thasa cells should be used as markers of therapy, bul not as.

the Iite- its use
ls accompanied by substantial loxlclty.

A has several tatat ies, the
most Impornm of which is pulmonary toxicity

of toxicity. A diagnosis of amiodarone-induced
mlcrsnhal/arveolar pneumonitis shou!d lead. at a minimum, to

consensus on some aspacts:

respanse. There is no pvesem consensus on many aspects of (hyp: or dose of, y, 1o withdrawal of the amiodarone
but there is & lhal has n elini to i ibili i it other
disease at retes as high as 10 1o 17% In some series of inrthythmic therapies are . Whera (hg“
1. {f a pabent with a history of cardiac arest does not manest a patients with ventricular arrhythmias glven doses around have been insti .8 ion in

hemodynamically unsiable arrhythmia during
electrocardiographic moniloring prior to ireatment,
of the i of ami HCi requires
some provocative approach, either exercise or programmad
electrical stimulation (PES).
2. Whether provocation is niso needed in patients who do
manitest their ife-threatening amhythmia spontaneousty is not
settled, but there nre reasons 1o consider PES or other

have a mild negative inotropic effect.
PHARMACOKINETICS

ing oral inistrati |n man, e 15 slowly and
variably The itability of is
approximately S0%, but has varied belwaen 35 and 65% in
various studies. Maximum plasma concentrabons are aiained
3 1o 7 hours atter a single dose. Despite this, the onset ot
achon may occur in 2 to 3 days. but more commonty takes 110 3
weeks. aven with load:ng doses. Plasma concemrabons with
chronic dosing at 100 to 600 mg/day are ap| dosa

in such patients. In the fraction of patients whose
PES-mductble amhythmia can be made noninducible by
amiodarone HCI (a fraction thal has varied widely in various
saerigs trom less than 10% to almost 40%, perhaps due to
diflerent stimulation cnitania), the prognosis has been almost
unitormly excellent, with ve(y' low recurrence {veniricular
tachycardia or sudden death) rates. More controversial is the
meening of continued inducibility. There has been an

400 mg/day, end as abnorma) dittusion capacity without
symptoms In a much higher percentage of patlents.
Pulmonary toxicity has been fatal about 10% of the time,
Liver Injury Is common with amlodarone, but is usualty
mild and only by lver Y

induced putmonary loxicity was usually nclod within the first
week, and a dinical improvement was greatest in the first two to
three weeks. Chast X ray changes usually resolve within two lo
four monms Accardmg o s0me experts, sleroids May prove

Overt liver disease can occur, however, and has been
tatal in a tew cases. Like other antiarrhythmice,

can the arrhy ., ¢.9., by
making the arrhythmia less well tolerated or more difficuit
to reverse. This has occurred In 2 to 5% of patients in
various serios, and significant heart block or sinus
bradycardia has boen ssen in 2 10 5%. Alt of these events
should be manageable in the proper clinical setting in
most cases. Although the frequency of such
proarrhythmic evenis does not appear greater with
amlodarone than with many other agents used In this

impression that continued inducibility in i HC)
patients may not foretell a poor prognosis but, in tact, many

proportional, with a mean 0.5 mg/l. increase for each 100
mg/day. These means, however, include considerable
individual variability.

Amiodarone has a very large but variable volume of
distribution, averaging about 60 L/kg. because of extensive
accumulation in various siles, especially adiposa tissue and
highty pertused organs. such as the liver, lung, and spleen,
One major of

have found greater recurrence rales in patients who
remain inducible than in thase who do not. A number of criteria
have been proposed, however, for identitying patients who
ramain inducible but who seem tikely nonatheless 1o do well on
amiodarone HCI. These criteria include increased difficulty of
Induction {more stimuli of more rapid stimuh). which has been
reported to predicl a lower rate of recurrence. and ability to
Iolerate the induced ventricular tachycardia withoul sevare

has been identitied in man: it accumulalas to an even grealer
axtern in almost all tissues. The pharmacological activity of this
metabolite, however, is not known. During chronic

. a linding thal has been reported 1o comrelale with
bene' survival but nol with lower recurrence rales. While these
cmam requins confirmation and turther study in general, easér

the Jlasma ratio of to parent s
approximatety one.

The main route of elimination is via hepatic excretion into bile.
an. some enterohepatic recirculation may occur. However, its
kinatics in patients with hepatic insufficiency have nol been
elucidated. Amiodarone has a very low ptasma clearance with
negligible renal excretion, so thal t does not appear necessary
to modity the dose in patients with renal failure. In patients with
renal impairment, the plasma concentration of am»odalone ]
not . Neither nor its is
diatyzable.

In patients. fotlowing discontinuatron ot chronic orel therapy,
amiodarone has been shown 1o have a biphasic elimination
with an initial one-half reguction of plasma Jevels after 2.5 to 10
days. A much slower terminal plasma-elimination phase
shows a halt-ite of the parent compound ranging from 26 1o 107
days, with a mean of approximatety 53 days and most patients.
in the 40-to 55-day range. tn the absence of a loading-dose
period, steady-state plasma concentrations, at constant oral
dosing, would therefore be reached between 130 and 535
days. wilh an average of 265 days, For the metabolite, the
mean pi; half-ite was 61 gays.
Thess data probably reflect an initial ehrmination of drug from
well-pertused tissug {the 2.5-to 10-day hall-ife phase),
followed by a temminat phase representing extremely slow
elimination from poorty partused tissue companments such as

of pooter of the induced arrhythmia
should suggest consideration of a need 1o revise treatment.
Several predictors of success not based on PES have also
been including of all non-
sustained ventricular lachycardia on ambulatory monitoring
and very low premature ventricutar-beal rates (less than 1
VPE/1.000 normal beats).
While thesa issues remain unsaliled tor amiodarone HCL, as lor
other agents, the prescriber of amiodarone HCI should have
access 1o (direct or through referral). and tamilanty with, the
tull range of evaluatory procedures used in the care of patients
with lite-threatemng amhythmias.
ftis diificuit to describe the elt rates ol

the effects are prolonged when they occur.

Even in patients at high risk of arthythmic death, in whom
the toxicity of f Is an risk,
amiodsrone poses major management problems that
could be Ifs-threstening in a population at risk of sudden
death, so that every affort should be made to utilize
atternative agents first,

The y of using y and sately
itset! poses a signiticant risk to patients. Pstients with
the arrhy musi be while the
loading dose of amiodarone is glven, and s response
generalty requires at least one woek, usually two or more,

(4 and are variable,
maintenence-dose seioction s difficull, and It is not

in doses of 40 to 60 mg/day or
equwalem dosl.-s of other steroids have been given and
tapered over the course ol several weeks deponding upon the
condition of the patient. in some cases rechallenge with
amiodarone at a lower dose has nol resulted in retum of
loxicity. Receni reports suggest that the usa of lowar loading
and mai doses of ami are i with &
decreased incidence ol amiodarone-induced pulmonary
toxicity.

in a palient receiving amiodarone, any new respiratory
symptoms should suggest the possibility of puimonary toxicity,
and the history, physical exam, chest X ray, and pulmonary-
tunction tests (with dittusion capacity) should be repeated and
evaluated. A 15% decrease in d-ﬁusxon capsmy has a nngﬂ
sensitivity but only a tor

1oxictty; as the decrease in diffusion capacny aopmau\ss 30%
the sansitivity but the

gallum-scan also may be
workup,

Fatalities, secondary 10 putmonary toxicity, have occurred in
approximately 10% of casas. However, in patients with fife-
t ing ythmias, di inuation of ami
therapy due to suspected drug-induced putmonary toxicity
shouid be undertaken with caution, a3 the Most COMMON CaUSe
of deaih in these patients is sudden cardiac death. Theretore,
every eﬂon shnuld be made to nuie out other causes of

as part of the

y impai X e Io! heart tailure with
unusual to require dosage or of S G J Y. i y infection,
trestment. In » retrospective survey of 192 pati with [« ism, malignancy. etc.) betora discontinuing

Y . 84 req dose ) i -a in these patients. In addition, bronchoatveolar
and 18 req 81 least PO {avage, transbronchial tung biopsy, and/or open lung biopsy

becsuse of sdverse effects, and uvernt sorics have
reported 15 10 20% overall frequencies of discontinuation
dus to ldvvru reactions. The time at which a previousty

may be nacessary o confirm the diagnosis, especially in those
cases where no acceptable allemative tharapy is available.
I a diagnosis of amiodarone-induced hyperssnsllmry

arrhy will recur after preumonitis is made, should be di , and
{ of dose is P! wnh s!em-as should be instituted. it a diagnosis of
ranging from wecks to months. The patlent is d is is made,

y
ll grest risk during this time and may need prolonged

*HCI. as these depend on the spacitic arhythmia treated. the
success critgria used, the undedying cardiac disease of the
pahent, the number of drugs tried betore resorting to
armodarono HCI, the duration of tollow-up, the dose of

HCI, the use of antarrhythmic agents,
and many other factors. As amiodarone HCI has been studied
principally in patients with refractory bte-threatening ventricular
arrhythmias, »n whom drug therapy must be selected on the
basis of response and cannot be assigned arbitrarily,
randomized compansons with other agents of placebo have
not bean possible. Reports of sanes of irealed patients with a
history ot cardiac arrest and mean tfollow-up of ona year or
more have given mortality {due lo arrhythmia) rales tha! were

stion. Altempis (o subsiltute other
-nllnnhnhmlc sgents when amiodarone must be
stopped will be made difficut by the g y. but

steroid therapy shouid be msmulod and, preferably,
amiodarone discontinued or, at a minimum, reduced in
aosnge. Some cases of amiodarone HClinduced

body burden, A
ulmll.v problem exlnn whon amiodarone is not etfective;
i st poses the risk of an interaction with whatever
subsequent treatment is tried.

MORTALITY

{n the Nations] Heart, Lung and Blood Institute's Cardiac
Arrhythmia Suppression Trial (CAST), a long-term, mutti-
centered, rﬂnnomlzod double-blind study in patients
with y lif i ventricular
arrhythmias who had had myocardial infarctions more
than six days but less than two years previously, sn

may resolve following a
reduction in am»odarono dosage in conjunclion with the
adminisiration of steroids. In some patients, rechallenge at a
lower dose has not resufted in retumn of interslitiaVaiveolar
pneumonitis: howaver, in some patients (perhaps because of
severe alveolar damage) the pulmonary lesions have not been
reversible.
WORSENED ARRHYTHMIA

. line other ythmics, can cause sarious

of the g arrhy ia, a risk Ihat may be
enhanced by the presence oi coneomnanl antarrhythmics.
Exacerbation has been reported in about 2 10 5% m most
senes, and has included new ventricular fibritlation, incessant




y X to

and polymorphic ventricular tachycardia associated with QT
prolongation (Torsade de Pointes). In addition, amiodarone
has caused symptomatic bradycardia or sinus amest with
suppression of escape toci in 2 1o 4% of patients.

LIVER INJURY

Elevations of hepatic anzyme levels are seen frequently in
patients exposed o mmiodarona and in most cases are
asymptomatic. if the increase exceeds three times normal or

may i induced hypeﬂhyroidism
gyressh medica! is i i#
posstble doss reduction or wnmmwal of ammamm The

of antithyroid drugs, 5- gic blockers and/or

temporary corticosteroid therapy may be necessary. The
nchon of antithyroid drugs may be especially delayed |n

Other: Flushing, abnormal taste and smell, edema, abnormal

Procainamide <7 Incraases plesma b ythmias, SA node dysh
by 5% for intestinal: inal pain.
NAPA® concentrabon Hepatic: Nonspecific hepatic disorders.
by 33%
"NAPA = n-acwtyl procasnarmice.

ELECTROLYTE DISTURBANCES
Sinca antiarthythmic drugs may be ineftective or may be

doubles in a patient with an elevatad basafine.
of

induced tt use
quantities of preformed mymud hormones stomd in the giand.
Radioaclwe iodine therapy i is il ot the
low iodine uptake with ami induced

or dosage should be K . Ina
few cases in which biopsy has been done, the histology hes
resembled that of alcoholic hepatitis or cirhosis. Hepatic
failure has been a rare cause of death in patients treated with
amiodarone.
LOSS OF VISION
Cases of oplic neuropathy and/or optic neuritis, usually
fasulting in visual impairment, have been reported in patients
traated with amiodarons, tn some cases, vsual impairment
has prog to
and/or neuritis may occur at any time !ntlowmg initiation of
mernuy A causa) relationship to the d.vug has not bean clearty

of visual & appear, such
as chnnges in visual ecuﬂy nnd ducmases in peripheral
vision, prompi ded.

with thyroid surgery in this
samng is extremety limiled, and this torm of therapy runs the
theoretical risk of inducing thyroid storm, Amicdarone-induced
hyperthyroidism may be followed by a transient perod of
hypothyroidism.
SURGERY
Hypotension Postbypass: Rare occurrences ol hypotension
upon discontinuation of cardioputmonary bypass during open-
haart surgery in patients receiving amicdarone have been
reported. The relationship of this event to amiodarone therapy
is unknown.
Adull Rosprmlory Distrass Syndlama (ARDS):
y. tare ARDS have been
Veponed in pahsnvs receiving amlodamnu therapy who have

Appearance of optic neuropathy and/or neunns calls for re-
evatuation of amiodarone therapy. The risks and complications
of antiarthythmic lhemuy with amiodarcne must ba weighed
agains! its benehts in patients whosa lives are mrealunod by
cardiac Yy . Regular .
including fundoscopy nnd 5In -lamp sxnmmehon is

P either cardiac or noncardiac surgery. Aithough
patients usually respond well 10 vigorous respiratory therapy, in
rare instances the outcome has been fatal. Until further studies
have baen performed, It is recommended that FiO, and the
determinants of oxygen delivery to the tissues (e.g.. Sa0,,
Pa0,) be closely monilored in patients on amiodarone.
LABORATORY TESTS

during of (see
“Adverse Reactions”).
PREGNANCY: PREGNANCY CATEGORY O

in liver enzymes (SGOT and SGPT) can occur.
Livar enzymes in patients on relativety high maintenance doses
should be monitored on a regular basis. Persistent significant

Amiodarona has been shown to be embryot:
fetal jon and growth ion) in the rat whan given
orally at a dose of 200 mg/kg/day (18 timas the i

in the livar anzymes or galy shouid aten
the ician to consider ing the mai dose of
L HC! or di inuing therapy.

recomimended maintenance dose). Similar findings have been
noted m one strain of mice at a dose of 5 mg/kglday
12 the i
dose) and higher, bul not in a second strain nov in the rabbit at
doses up 1o 100 mg/kg/day {9 times the maximum
recommerded mainiengnce dose).
al hypo- or X
Amiodarone ‘can cause fetal harm when administered 10 a
pregnant woman Although amiodarone use during pregnancy
is uncommon, thee have been a small number of published
reports of congenital goiter/hypothyroidism and
hyperthyredism. if amiodarone is used during pregnancy, or if
the patient becomes pregnani while taking amiodarone, the
patient should be apprised of the poterttial hazard lo the fetus.
In genearal, amiodarone shoutd be used during pregnancy only
if the potential banefit to the mother justfies the unknown risk to
the tetus.
Precautions
IMPAIRMENT OF VISION
Optic Neuropathy and/or Nauritis
Cases of optic neuropathy ang optic neuritis have been
reported (see “Warnings®™).
Corneal Microdeposits
Comeal microdeposits appear in the majority of adults troated
with amiodarone They are usually discemible only by sit-lamp
1. but give rise to sy such as visual halos or
biurred vision in as many as 10% of patients. Comeal
m»crodaposlls are reversible upon reducllon of dose or
ion of treatment. Asymp! micr are not
8 reason to roduce dose of discontinue treatment (see
“Adverse Reactlons”).
NEUROLOGIC
Chronic in ion of oral in rare instances
may lead to the development of peripheral neuropathy that
may resalve when amiodarone ts discontinued, but this res-
olutan has been slow and incomplete.
PHOTOSENSITIVITY
has induced in about 10% of
patients; some protection may be aftorded by the use of sun.
barrier creams or prolmive clothing. During long-lerm
, a blue-gray ion of the exposed skin may
occur. The risk may be increased in pavents of fair L

Amiodarone HCJ ahers the results of thyroid-function tasts,
causing an increase in serum T, and serum raverse T,, and a
decline in serum T, levels. Despite these biochemical
changes, most patients remain clinically euthyroid.

DRUG INTERACTIONS

Altbough only 8 smalt number of drug - drug i ions with

genic in patients with hypokalemia, any potassium o
magnesium defiency shoukd be comected belore instituting
amiodarone therapy.

CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF
FERTILSTY
Amiodarona reduced fertilty of male and temale rats at a dose

level of 90 mg/kg/day (8 x highest human
malmonanco dose).
caused 8 , dose-related

increase in the incidence of thyroid tumors

salivation, coagulation abnomalines.

The following side effects were sach reported In less than
1% of patients:

Blue skin di i rash,

alopecia, hypotension, and cardiac conduction abnormalities.
In surverys of aimost 5,000 patents treated in open U.S, studies
amnpmmsnedmpomdmmwmnmmam HCI the

aaverse ions most Y of
includ ary mmmales or fibrosis,
i gestive heart taiture,

and elavamn of liver anzymes Other symploms causing
discontnuations iess ofien mcluaod visual disturbances, solar
blue skin 3 and

and/or carcinoma) in rats. The incidence of thyroid tumors was

greater than control even al the lowest dose level of
tested, i.e., 5 mg/kg/day or approxi equal to

1/2 the highest human i dose.

Mutagenicity studies (Ames, micronucious, and lysogenic

tesis) with amiodarone were negative,

PREGNANCY: PREGNANCY CATEGORY D

See “Wamings”.

LABOR AND DEUWVERY

Itis not known whether the use of amiodarone during tabor or

dafivery has any immediate or delsyed adverse effacts.

Praclinical studies in rodents have not shown any eftect of

amiodarong on the duration ol gestation or on parturition.

NURSING MOTHERS

Amiodarone is excreted in human milk, suggesting that breast-

toeding coukd expose the nursing infant to a significant dose of

the drug. Nursing offspring of lactating rats adminisiered

amiodarone have bean shown to be lass viable and have

reduced body-weight gains. Theretore, when amiodarone

therapy is indicated, the mother should be advised to

discontinue nursing.

PEDIATRIC USE

The satety and g of ami HClin

patients have not bean established.

amiodarone HC! have been explored formally, most of these
havc shown such an interection. The potential far other
i should be antici particularty tor drugs with
potentially serious toxicity, such as other antiarrhythmics. If
such drugs are  needed, their dose shoula be reassessed and,
where approp: , plasma
In view of the long end variable hall-file o amlodarone HCI,
potential for drug interactions exists not only with concomitant
medication but also with drugs administered after
discontinuation of amiodarone HC!.
Cyclosponno
i use of ami e and has beon
!eponed to produce persistently elevated plasma
concentrations of cyclosporine resutting in elevated creatinine,
despite reduction in dose of cyclosporing,
Digitalis
Administration of amiodarone HO! to patients receiving digoxin
therapy regularly results in an increase in the serum digoxin
concentration that may reach toxic levels with resultant clinical
toxicity. On initiatton of smiodarone HCI, the need for
dlgﬂnlll therapy should be reviewed and lhe dose
by appi y 50% or It digitatis
treatment is continued, semm fevels should be closely
monitored and patients cbserved for clinical evidence of
toxicity, Thesa pracautions probably should apply to digtoxin
administration as well,
Anticoaguiants
Potentiation of wartarin-type anticoagutant response is almost
always sean in patients receiving amiodarona HCI and can
rosull in serious or fatal bleeding. The dose of the
should be by one-third to one-hal,
and pmmrombln timea should be monitored closely.
Antiariythmic Agents
Other antiarthythmic drugs, such as quinidine. procainamide,
dlsooyvamlda &nd phenytoin, have been used concurently

or those with excessive sun exposure, and may be related to
cumulative dose and duration of therapy.
THYROID ABNORMALITIES

A inhibits p of thyroxine (T,) to
triodothyronine {T,) and may cause increasod thyroxine levets,
T, levels, levels of inactive reverse T,

fT,} in clinically authyroid patients. it is also a potential source
of larga amounts of inorganic iodine. Because of fis release of
inorganic iodine, or perhaps for other reasons, amiodarone can
cause either hypothyroi or hyperthyroidism. Thyroid
funchon shoukd be mondored prior to and peri

with e HCI.
Them havn been €ase reports of incraased steady-siato levets
and i

Adverse reactions have been very common in virtually all

saries of patiants treatad with amiodarone HC! for ventricular

amythmias with relatively large doses of drug (400 mg/day and

above), occurming in about three-fourths of all patients and

causing discontinuation in 7 to 18%. Tho most sonous
of

ypothy
Overdosage
There have been a few reportadt cases of amiodarone
overdose in which 3 to 8 grams wers taken. There ware no
deaths or permanent sequelae. Animal studies indicate that
amiodarone has a high oral LDy, (>3.000 mg/kg).
In agdiion to general supportive measures, the patient's
cardac rhythm and blood pressure should be monitored, and it
ia ensues, a 8 gic agonist of &
may Do used. Hypotension with inadequate tissus perfusion
should be treated with positive inotropic and/or vasopressor
agents. Neither ami nor its is
Dosage and Administration
BECAUSE OF THE UNIQUE PHARMACOKINETIC
PROPERTIES. DIFFICULT DOSING SCHEDULE, AND
SEVERITY OF THE SIDE EFFECTS IF PATIENTS ARE
IMPROPERLY MONITORED, AMIODARONE SHOULD BE
ADMINISTERED ONLY BY PHYSICIANS WHO ARE
EXPERIENCED IN THE TREATMENT OF LIFE-
THREATENING ARRHYTHMIAS WHO ARE THOROUGHLY
FAMILIAR WITH THE RISKS AND BENEFITS OF
AMIODARONE THERAPY, AND WHO HAVE ACCESS TO
LABORATORY FACILITIES CAPABLE OF ADEQUATELY
MONITORING THE EFFECTIVENESS AND SIDE EFFECTS
OF TREATMENT.
In order to insure that an ic effect will be
without waiting several months, loading duses are re:uired. A
unilorm, oplimal dosage schedule for administration of
amiodarone HCI has not been determined. Individua! patient
fitrahion is suggested according to the followir.y guidelines.
For lite- threalanmg ventricular anythmias, such as vantncular

are Y toxicity,
and rare serious livar injury (see "Warnings"), bul othev
adverss effects constitute |mponan| problems They are often

tachycardia: Close monnonng of the patients is dicated
d\mng the loading phase, particularly until risk of recurrent

with dose o of

treatment. Most of the adverse effects eppear 10 become
more frequent with continued treatment beyond six months,
afthough rates appear to remain relatively constani beyond
one year. The time and dose relationships of adverse affects
are under continued study.

Neurologic problems are extremely common, cocuring in 20 to
40% of patients and including malaise and fatigue, tremor and
involuntary movements, poor coordination and Qait, and
peripheral neurcpathy; they are rare!y a veason lo stop lhempy

tachycardia o fibrillation has abated. Because of
the sanous nature of the arrhythmia and the lack of predictable
tima course of eflect, loading should be performad in a hospital
sefting. Loading doses of BOO to 1,600 mg/day are required foc
1 10 3 weeks {occasionally longar) until initia) therapeutic
response occurs.  (Administration of amiodarone HCY in
divided doses with meals is suggested for total daily dases of
1,000 mg or higher, or when gastrointestinal intolerance
occurs.) i side effects become excessive, the dose shot
reduced. Elimination of recurrance of ventricutar fit

end may respond to dose
(see “Precautions”).

Gastrointeslinal complaints, most commonly nausea,
vomiting, constipation, and anorexia, occur in about 25% of
patients but rarely require discontinuation of drug. These

commonly occur guring high-dose administration (i.e., loading
dcse)ar\dusmlryresomdlodoseredumnordmdoddoses
Ophthatmic g optic y and/or

optic neuritis, in some cases pmgressmg to pormanenl
blindness, papillederna. comeat degeneration, photosensitivity,

eye di lens and macutar
degenaration have boen mponed {sea “Wamings”).
ic cormeal ore present in virtually alf

aduft patients who have been on drug for more than 6 monlhs

and Y ia usually occurs within 1 to 3 weeks, HI01g wu
reduction in complex and total ventricular ectopic beats.

Upaon starting amiodarone (herapy. an. attempt should be made
to ic drugs (see
Precauuons DRUG INTERACTIONS) When adequate
arthythmia control is achieved, or it side effects become
prominent, amiodarone dose showd be reduced to 600 to 800
mg/day tor one month and then to the mainlenance dose,
usually 400 mg/day (see “Clinical Pharmacology -
MONITORING EFFECTIVENESS”). Some patients may
require larger maintenance doses, up to 600 mg/day, and
some can be controlled on lower doses. Amiodarone may be
administered as a single daily dose, or in patients with severe
gaslmlmenmal intolerance, as 8 b.i.d. dosa. In sach patient, the

Some patients develop eye symp of halos,

and dry eyes. Vision is rarely aflected and drug dlsconnnuahon
is rarely ngeded.
D gical adverse i occur in about 15% of
patients, with pholosonsmv-ly baing most common (about

during

lhsrapy wuh amiodarone. In general, any added
antiarrhythmic drug should be initiated at a lower than usual
dose with caretul monitoring.

In general, combination of amiodarone with other
nrman‘hythrruc therapy shouid be resanved for pationts with tle-
it who are ir P!
msponswn 10 @ single agem or incompletely responsive 10
armooarone Dumg transter to amiodarone the dose levets of

thereatter, particularty in eiderly patients, and in any patient

with a h:stovy of thyroid nodules, goiter. ov omsl thyroid
of the slow il

and its motabolites, high plasma iodida levels, altaved thyroid

tunction, and abnormal thyroid-tunction tests may persist for

several weeks or evan months

agents should be reduced by 30 1o
50% :everul days after the addition of a iodarone, when
ion should be begi 9. The i

10%). Si n and pi y rom sun exposure may be
helptul, and drug dxsconunuanon is not usually necessary.
F to y resuhs in a
blua—gray pxgmemntnon ‘rms is slowly and occasionally
on of drug but is of
cosmetic nrnponanea only.
Cardiovascular adverse reactions, other than exacerbation of
the arrhythmias, include the uncommon Dcunencs ol
congestive heart lailure (3%) and y

chronic ce dose should be determined according

to i y ic effect as by Honu
, and/or p nd by

patient Ioboranco Plasma concennahon: may be helprul in

evauating seavers loxicity

{see “Clinica} Pham\m:ology ).

The lowest eftective dose should be used to prevent the

occurrence of side etfects. In all instances, the physiclan

must be guided by the saverity of the individual patient's

arrhythmia and response lo therapy.

Whean dosage adjustments are necessary, the patient should

be closety i tor an penod of time

ot the long and variable hall-te of amiodarone and the difficulty in

usually responds to dosage reduction but may vequlra a
pacemaker for control. CHF rarely requires drug
aiscontinuation. Cardiac conduchon nbncrmnhhas occur

withdrawal, °
Hypothyroidism has been reported in 2 to 4% of patients in
most senies, but in 8 to 10% in some saries. This condition may
be identitied by relevant clinical symptoms and particutarly by
elevated serum TSH levels. In some clinically hypothyroid
am-odarono-'realed uanenm free thyroxine index va?uas may
be normal. y is best ged by ar

g the time required 1o attain a new steady-slate ievel of
drug. Dosage suggestions are summarized below:

Loading Dose  Adpsimen and Manionsnce Dose

nead for the other antiarythmic agent should be and oro on al mug Oaidy) Oy
atter the effects of have been . and H o - . N Ventncular
inarily shoukd be it the epatiis, D o 8 Y Vi3 weaks - 1 montn ususl
is i these patients should be particularty carefully  broachiolitis cerebrn, organizing > N mantenance
’ . ¢ p
e oty EOSIOY  car o asomtra Ty B i
A pancytopenis, and neutropenia aiso have been reported in How Supplied

is . In treated pationts who
require additional antiarrhythmic themapy. the nitial dose ot
such agents should be approximately haft of the usual
recommanded dose.

0ose reduction and/or thyroid hormone supplement. However,
therapy must be individualized. and it may be necessary to
discontinue amiodarone in some patients.
Hyperthyroidism occurs in abowul 2% of patients receiving
amiodarone, but the incidence may be higher among patents
with prior inadequate dietary iodine intake. Amiodarone-
induced hypenhym-dxsm usualry poses a greater hazard to the
patient mnn b y e of the ibility of
igh or . In taci, {F ANY NEW
SIGNS OF AHRHYTHMIA APPEAR YHE POSSIBILITY OF
HVPERTHYROIDISM SHOULD BE CONSIDERED.
Hyp y i is best i iti by relevant clinical

»e should be used with caution in patients receivng
B -blocking agants or calcium antagonists because of the
Possible potentiation of bradycardia, sinus arrest, and AV
block; it necassary, amiogarone can continue 10 be used aher
insertion of a pacomaker in patients with severe bradycarta or
sinus arrest,

SUMMARY OF DRUG INTERACTIONS WITH
AMIODARONE HCI

patients receiving amiodarona.

The foliowing side-eftect rates are based on a retrospective
Study of 241 patients treated for 210 1,515 days (mean 441.3
days).

The following side eftects were each reported In 10 to 33%
of patlents:

Gastrontestinal: Nausea and vomiting,

The following side effects were each reported in 4 to 9% of
patients:

Amiodarone HCI Tablets are available as follows:

200 mg round, l'al bevel edge, scored white tablats debossed
;‘gon one side and *G’ on the other.
Bottles ot 60

Bottles ot 1000

Unit Dose of 100

NDC 57315-009-01
NDC 57315-003-02
NDC 57315-009-04

Keep tightly closed.
Store at room temperature, approximately 25°C (77°F).

Solar ity. Pyohct trom light,
Neurologic: Malaise and fahqun v 2ry In & light tight
. lack of , . Uu carton to protec' contents from light.

dlumess. rmresmas:as.

p and signs, usually by
elevnled levels of serum T, RIA, and turther etevations o!
serum T,, and a subnormal serum TSH level {using a
suﬂnclentry sensitive TSH assay). The finding of a ftat TSH
fesponse 1o TRH is confirmatory ot hyperthyroidism and may
be sought in equivocal cases. Since armhythmia breakthroughs.

anoraxa.
Oomhalmoiog'c Vlsual disturbances.
Hepauc Abnormal liver- luncﬂon lasts.

or fibrosis.
mmlowinglldte"ecu\nneuhreponodln1 o I%of

Thyroid: Hypothyroidism. hyperthyroidism,
Neurologie: Decroased libido. insomnia, headache. sleep

. _Iﬂl_!mc_hw\k - Dosa Reducton

Concormtant Onsat ol Concomdam
Ong (dayy)_ | Mogntuoe DMI
Wartam 04 Increases potwomdn L 131012

bime by 100% patients:
Drgoxn 1 Increases serum R

concermranon by 70%
Ounone 2 Incraases serym fawmn disturbances,

oy 33N (o C.

Congestive heart tailure, cardiac

R, only.
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